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A, CLASSIFICATION OF SUBJECT MATTER
IPC: CO7H 21/04( 2006.01)

USPC: 536/24.5

According-to International Patent Classification (IPC) or to both nalioﬁal classification and IPC
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establish the publication date of another citation or other special reason (as
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“0”  document referring to an oral disclosure, use, exhibition or other means

“A”  document defining the general state of the art which is not considered to be of -

“T later document published after the international filing date or priority
date and not in conflict with the application but cited to understand the
principle or theory underlying the invention

“X” document of particular relevance; the claimed invention cannot be
' _ considered novel or cannot be considered to involve an inventive step
when the document is taken alone

“Y” document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

“P"  document published prior to the international filing date but later than the “&"” document member of the same patent family
priority date claimed

Date of the actual completion of the international search Daéogmﬂiﬁ ﬁ thgj terenational search report
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Box No. 11 Observations where certain _claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

l. |:| Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third seniences of Rule 6.4(a).

Box No. IIT  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
Please See Continuation Sheet :

As all required additional search fees were timely paid by the applicénl, this international search report covers all
searchable claims. : : )

As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of any additional fees.

000

As only some of the required additional search fees were timely paid by the applicam,ihis international search report
covers only those claims for which fees were paid, specifically claims Nos.:

4. Xl No required additional search fees were timely paid by the applicant. ‘Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1-22

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation. :

I__—, No protest ‘accompanied the payment of additional search fees.
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING _
This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group 1, claim(s) 1-22, drawn to a composition of a double stranded oligonucleotide comprising 3-8 modifications at positions lv, 2,3,9,
12, 17, 18 or 19 of the first (antisense) strand.

Group 2, claim(s) 23-37, drawn to a composition of a double stranded oligonucleotide comprising one of three patterns of modification on
the first (antisense) strand.

Group 3, claim(s) 38-59, drawn to a composition of a double slranded oligonucleotide comprising 3-7 modifications at positions 5, 6, 9,
10, 17, 18 or 19 on the first (antisense) strand.

Group 4, claim(s) 60-80, drawn to a composition of a double stranded oligonucleotide comprising 3-6 modifications at positions 5, 11, 14,
17, 18 or 19 on the first (antisense) strand.

Group 5, claim(s) 81-92, drawn to a composmon of a double stranded oligonucleotide comprising 3-7 modifications at positions 5, 8,1 1
14, 17, .18 or 19 on the first (antisense) strand.

Group 6, claim(s) 93-111, drawn to a composition of a double stranded oligonucleotide comprising 2-3 modifications at positions 3, 7 or
15 on the first (antisense) strand.

Group 7, claim(s) 112-130, drawn to a composition of a double stranded oligonucleotide comprising 2-3 modifications at positions 4, 10 or
19 on the first (antisense) strand.

Group 8, claim(s) 131-148 and 511, drawn to a composmon of a double stranded oligonucleotide comprising 2-3 modifications at positions
4, 8 or 16 on the first (antisense) strand.

Group 9, claim(s) 149-167, drawn to a composition of a double stranded oligonucleotide compnsmg 2-3 modifications at positions 4, 11 or
19 on the first (antisense) strand.

Group 10, claim(s) 168-186, drawn to a composition of a double stranded oligonucleotide compfising 2-3 modifications at positions 3, 10
or 18 on the first (antisense) strand.

Group 11, claim(s) 187-206, drawn to a composition of a double stranded oligonucleotide comprising 3-7 modifications at positions 6, 7, .
10, 11, 17, 18 or 19 on the first (antisense) strand.

Group 12, claim(s) 207-223, drawn to a composition of a double stranded oligonucleotide comprising 2-3 modifications at positions 4, 9 or
18 on the first (antisense) strand. :

Group 13, claim(s) 224-242, drawn to a composition of a double stranded oligonucleotide comprxsmg 3-6 modifications at positions 3, 9,

121718 o5 19-on-the first{antisense)-sirand-
Form PCT/ISA/210 (extra sheet) (April 2007)
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Group 14, claim(s) 243-260, drawn to a composition of a double stranded oligonucleotide comprising 3-5 modifications at positions 15,
16, 17, 18 or 19 on the first (antisense) strand.

Group 15, claim(s) 261-280, drawn to a composition of a double stranded oligonucleotide comprising 3-4 modifications at positions 5, 8,
11 or 14 on the first (anusense) strand.

Group 16, claim(s) 281-300, drawn to a éomposilion of a double stranded oligonucleotide comprising 3-5 modifications at positions 1, 2,
3,9 or 12 on the first (antisense) strand.

Group 17, claim(s) 301-319, drawn to a composition of a double stranded oligonucleotide comprlsmg 3-6 modifications at positions 6 12,
16, 18, 19 or 20 on the first (antisense) strand.

Group 18, claim(s) 320-339, drawn to a composition of a double stranded oligonucleotide comprising 3-7 modifications at positions 6, 7,
10, 11, 18, 19 or 20 on the first (antisense) strand.

Group 19, claim(s) 340-357, drawn to a composition of a double stranded oligonucleotide comprising modifications at positions 6-8 or
positions 9-11 on the first-(antisense) strand. '

Group 20, claim(s) 358-374, drawn to a composmon of a double stranded ollgonucleoude comprising 2-3 modifications at positions 4, 10
or 19 on the first (antisense) strand.

Group 21, claim(s) 375-394, drawn to a composition of a double stranded oligonucleotide comprising 3-6 modifications at positions 3, 4,
10, 11, 17 or 18 on the first (antisense) strand. ’

Group 22, claim(s) 395-414, drawn to a composition of a double stranded oligonucléotide comprising 6-10 modifications at positions 1, 2,
3,6,9, 12, 15, 18, 19 or 20 on the first (antisense) strand.

Group 23, claim(s) 415-432, drawn to a composition of a double stranded oligonucleotide comprising 3-7 modifications at positions 9-11
or positions 18, 19 or 10 on the first (antisense) strand. '

Group 24, claim(s) 433-451, drawn to a compbs_ilion of a double stranded oligonucleotide comprising 2-4 modifications at positions 16,
18, 19 or 20 on the first (antisense) strand.

Group 25, claim(s) 452-471, drawn 10 a composition of a double stranded oligonucleotide comprising modifications at positions 1-3 or
positions 7-9 or positions 12-14 or positions 13- 15 on the first (antisense) strand.

Group 26, claim(s) 472-489, drawn to a composition of a double stranded oligonucleotide comprising modifications at positions 1-3 or
positions 3-5 on the first (antisense) strand.

Group 27, claim(s) 490-510, drawn to a composition of a double stranded oligonucleotide comprising modifications at positions 6-8, or
positions 9-11 or positions 12-14 or positions 15-17 or positions 18-20 on the first (antisense) strand.

The inventions listed as Groups 1-27 do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons: the special technical feature of groups 1-27
is a double stranded oligonucleotide composition comprising particular modification patterns on the antisense strand. The particular
modification patterns do not make a contribution over the prior art, as shown in the reference of McSwiggen (US 2003/0170891), who
teaches at pages 6-7 siRNA compositions comprising 1-10 modified nucleotides. While McSwiggen does not explicitly teach the specific
patterns claimed, those in the art would recognize that production of a particular modification pattern is a matter of design choice and
routine optimization and therefore the claimed inventions lack inventive step over the teachings of McSwiggen.
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